PATENT COOPERATION TREATY 



From the INTERNATIONAL SEARCHING AUTHORITY 



To: 

BOZICEVIC, FIELD & FRANCIS LLP 
Attn. Field, Brett E. 
200 M1dd1ef1e1d Road 
Suite 200 

Menlo Park, CA 94025 
UNITED STATES OF AMERICA 


NOTIFICATION OF TRANSMITTAL OF 
THE INTERNATIONAL SEARCH REPORT 
OR THE DECLARATION 

(POT Rule 44.1) 


Date of mailing 

(day/month/year) 23/08/2002 


AppOcanrs or agenf s fOB reference 
CL0N-067W0 


FOR FURTHER ACTION See paragraphs 1 and 4 below 


International application No. 

PCI/ US 02/05749 


International filing date 
(day/month/year) 20/02/2002 


Applicant 

CLONTECH LABORATORIES, INC. 



^ • Ixl applicant is hereby notified that the International Search Report has been established and is transmitted herewith. 
Filing of amendments and statement under Article 19: 

The applicant is entitled, if he so wishes, to amend tiie claims of the International Application (see Rule 46): 

When? The time limit for filing such amendments Is normally 2 months from the date of transmittal of the 
International Search Report; however, for more details, see the notes on the accompanying sheet 

Where? Directly to the Intemational Bureau of WlPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 
Fasdmile No.: (41-22) 740.14^ 

For more detailed instructions, see the notes on the accompanying sheet 

2. I I The applicant is hereby notified tiiat no Intemational Search Report will be established and that the declaration under 
» — I Article 17(2)(a) to that effect is transmitted herewith. 



3. With regard to the protest against payment of (an) additional fee(s) under Rule 40.2. the applicant is notified that 

□ the protest together with the decision tiiereon has been transmitted to the international Bureau together with the 
applicant's request to fonward the texts of t>otti the protest and the decision ttiereon to the designated Offices. 

I I no decision has been made yet on the protest; the applicant will be notified as soon as a decision Is made. 



4. Further action(s): The applicant is reminded of the following: 

Shortiy after 18 months from the priority date, tiie intemational application will be published by the intemational Bureau. 
If the applicant wishes to avoid or postpone publication, a notice of wittidrawai of the intemational application, or of the 
priority claim, must reach the Intemational Bureau as provided in Rules BObisA and 90d/s.3, respectively, before tiie 
completion of the technical preparations for intemational publication. 

Witiiln 19 months from tiie priority date, a demand for intemational preliminary examination must be tiled If ttie applicant 
wishes to postpone the entry into the national phase until 30 montiis from the priority date (in some Offices even later). 



Witiiin 20 months from the priority date, the applicant must perform the prescribed acts for entry into the national phase 
before all designated Offices which have not been elected in tfie demand or in a later election within 19 months from the 
priority date or could not be elected because they ar not bound by Chapter 11. 



/A . // . 


Name and mailing address of the International Searching Authority 

^ European Patent Office, P.B. 5818 Patentiaan 2 
JflV NL-2280 HV Rljswijk 
WJl (+3^-70) 340-2040. Tx. 31 651 epo nl. 
— ^ Fax: (+31-70)340-3016 


Autiiorized officer 

Heike Zoglauer y l^j^oZ^ 



Form PCT/lSA/220 (July 1998) . , i ^ ' ^ ' * - 



NOTES TO FORM PCT/ISA/220 



These Notes are intendecS to give the basic inatruettona concerning the filing of amendmenta under article 19. The 
Notes are based on the requirementa of the Patent Cooperation Treaty, the Regulations and the Adhiinistrative Instnjctions 
under that Treaty. In case of discrepancy between these Notes and those requirementa, the latter are applicable. For more 
detailed information, see also the PCT Applicant's Guide, a publication of WIPO. 

In these Notes, 'Article*, "Rule", and 'Section* refer to theprovisions of the PCT, the PCT Regulations and the PCT 
Administrative Instructions respectively. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 



The applicant has, after having received the international search report, one opportunity to amend the claims of ttie 
international application. It should however be emphasized that, since all parts of the international application (claims, 
description and drawings) may be amended during the international prelirninary examination procedure, tliere is usually 
n need to file amendments of the claims urxler Article 19 except where, e.g. the applicant wants the latter to be published 
for the purposes of provisional protection or has another reason for amending the claims before international pbulication. 
Furthermore, it should tie emphasized that provisional protection is available in some States only. 



What parts of the Intematlonai application may be amended? 

Under Article 1 9, only the claims may be amended. 

During the International phase, the datms may also t» amended (or further amended) under Article 34 befbre 
the International PreOminary Examintrtg Authority. The description and ck-awtngs may only be amended under 
Article 34 tsefore the International Examtntng Autfwrily. 

Upon entry into the national phase, all parts of the international applicatton may be amended under Article 28 
or, wttere applicable. Article 41 . 



Whan? Within 2 months from tlie date of trartamittal of the international search report or 1 6 months from iha priority 

date, whichever time limit expires later. It should t>e noted, however, that the amendments will l>e considered 
as having been received on time if they are received by ttie International Bureau after the expiration of the 
applicat>le time limit but befbre the completion of the technical preparations fbr international publicalbn 
(Rule 46.1). 



Wham not to file the amendmanU? 

The amendments may only be filed with the International Bureau and not with the receiving Office or ttie 
International Searching Authority (Rule 46.2)* 

Where a demand for irAemational preliminary examination has been/is filed, see below. 



How? Eitherby cancelling one or rnore entire daifna,kiy adding oiie or mote new clainw or by ame^ f 

one or more of the claims as filed. 

A replacement sheet must t>e submitted fbr each sheet of the claims which, on account of an amendment or 
amendments, differs from the sheet originally filed. 

AO the claims appearing on a replacement sheet must be numbered in Arabic numerals. Where a daim is 
cancelled, no renumbering of the other danns is required. In all cases where claims are renumbered, they must 
toe renumbered consecutively (Administrative Instructions, Section 205(b)). 

The amendments must be made in the language in which the International application la to lie publlshad. 



What documents must/may accompany ttie amendments? 
I.etter (Section 205(b)): 

The amendments must t>e sutsmitted with a letter. 

The letter will not bo put)fished with the intemational application and the amended daims. It should not be 
confused with the 'Statement under Article 1 9(1)' (see below, under 'Statement under Arttde 19(1)*). 

The letter must be In English or French, at the choice of the applicant. However, If the language of the 
intemational application Is English, ttie letter must be In English; If the language of the Intemational appUcatlon 
Is French, th latter must tie In Frandi* 
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NOTES TO FORM PCT/ISA/220 (continued) 



The letter must indicate the differenees between the dairns as filed and the claims as amended. U must, in 
patticular, incfieatei in connection with each claim appearing in the international application (it being understood 
that identical tndicab'ons concerning several claims may be group6d),whether 

(i) the claim is unchanged; 

fn) the claim is cancelled; 

(iii) the claim is new; 

(iv) the claim replaoes one or more claims as filed; 

(v) the claim a ttie result of the division of a claim as filed. 



The following oxamples IBustrate the manner In whlcti amendments mustiM explained in the 
accompanying letter: 

1 . (Where originafly there were 48 claims and after amendment of some daima there are 51 ]: 
"Claims 1 to 29, 31 , 32, 34, 35, 37 to 48 replaced by amended claims bearing Ifie same numbere; 
datms 30, 33 and 3S unchanged; new claims 49 to 51 added.* 

2. (Vy/here onginally there were 1 5 claims and after amendment of all claims there are 11]: 
'Claims 1 to 1 5 replaced by amended daims 1 to 1 1 .* 

3. [Where originally there were 14 claims and the amendments consist in cancelling some claims and in adding 
new claims]: 

"Claims 1 to 6 and 14 unchanged; daims 7 to 13 cancelled; new daima IS, 16 and 17 added.* or 
"Claims 7 to 13 cancelled; new claims 1 5, 16 and 17 added; alt other daims unchcmged.* 

4. [Where various kinds of amendments are made]: 

"Claims 1-10 unchanged; claims 11 to 13, 18 and 19 cancelled; claims 1 4, 15 and 16 replaced by amended 
datm 1 4; daim 1 7 subdivided into amended daima 15, 1 6 and 1 7; new dasme 20 and 21 added* 



"Statement under arttde 19(1)" (Rule 46^) 

The amendments may be aecomparoed liy a statement explaining the amendments and indicating cuiy impact 
that such amendments might have on the deseripHon and the drawings (which cannot be amended under 

Aitide19(1)). 

The statement will be putilished with the international application and the amended claims. 
It must be In the language In which the bitematlonai apppfleation la to be pulillshed. 
It must be brief, not exceeding 500 words if in English or if translated into English. 

It should not be confused with and does not replace the letter indicating the dMerenoes between the claims 
as filed and as amended. It must be filed on a separate sheet and must be identified as such by a heading, 
preferably tiy using the words "Statement under Article 19(1).* 

It may not contain any dnparagtng oomments on the uitemational aeareh report or the relevance of citations 
contained in that report Reference to citations, relevant lo a given daim, contained in the international aeareh 
report may lie made only In connection with an amendment of that daim. 



Consec|uenoe if a demand lor International piellmlnary examination haa already l>een filed 

If, at the time of filing any amendments under Article 1 9, a demand for international preliminary examination 
has already been submitted, the applicant must preferai)ly, at the same time of filing the amencfanents with the 
International Bureau, also file a copy of such amendments with the IntemattonaS Preliminary Examining 
Authority (see Rule 62.2(a), first sentence). 



Conaequenoe with regard to translation ol the hntematlonal application for entry Into the national phaae 

The applicanfa attention is drawn to the fact that, where upon entry into the national phaae, a translation of the 
daims as amended under Artide 19 may have to l» furnished to the designated/lelected OfRces, instead of, or 
in addition to, the translation of the daims as filed. 

For further details on the requirements of each designated/elected Office, see Volume II of the PCT Applicant's 
Guide. 



fsJotes to Fonm PCT/ISA/220 (second sheet) (January 1994) 



PATENT COOPERATION TREATY 

PCT 



INTERNATIONAL SEARCH REPORT 

(PCT Article 18 and Rules 43 and 44) 



Applicant's or agenf s file reference 
CLON-067WO 


FOR FURTHER Notification of Transmittal of International Search Report 
ACTION i^^^ PCT/ISA/220) as well as, where appncable. Item 5 below. 


internationaJ application No. 
PCT/US 02/05749 


International filing date (day/month/year) 

20/02/2002 


(Earliest) Priority Date (day/month/year) 

21/02/2001 


Applicant 

CLONTECH LABORATORIES, INC. 



This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 18. A copy Is being transmitted to the International Bureau. 

This International Search Report consists of a total of 6 sheets. 

|X| It Is also accompanied by a copy of each prior art document cited in this report 



1 . Basis of the report 

a. With regard to the language, the intemational search was carried out on the basis of the international application in the 
language in which it was filed, unless othenA/ise indicated under this item. 



□ 



the intemational search was carried out on the basis of a transJation of the intemational application furnished to this 
Authority (Rule 23,1 (b)). 



2. 

a 



With regard to any nucleotide and/or amino acid sequence disclosed in the intemational application, the international search 
was carried out on the basis of the sequence listing : 
pr| contained in the intemational application in written form. 

[X] filed together witii the Intemational application in computer readable form. 

n furnished suk}sequentty to this Authority In written form. 

r~| fumished subsequently to this Authority in computer readble form. 

I I the statement that the subsequenUy fumished written sequence listing does not go beyond the disclosure in the 
intemational application as filed has been fumished. 

I I the statement that the Information recorded in computer readable form is identical to the written sequence listing has t)een 
fumished 

[X] Certain claims were found unsearchable (See Box I). 
I I Unity of invention is lacking (see Box II). 

With regard to the title, 

Pn the text is approved as submitted by the applicant. 

I 1 the text has been established by this Authority to read as fonows: 



5. With regard to the abstract, 

pn the text is approved as submitted fay the applicant. 

I I the text has t>een established, according to Rule 38.2(b), by this Authority as it appears in Box III. The applicant may, 
* — ' within one month from th date of mailing of this international search report, submit comments to this Authority. 

6. The figure of the drawings to be published with the abstract is Figure No. Ifi 

[X] as suggested by the applicant Q None of the figures. 

I I because the appRcant failed to suggest a figure. 
I I because this figure better characterizes the invention. 



Form PCT/ISA/210 (first sheet) (July 1998) 



IK .^NATIONAL SEARCH REPORT 

. International Application No 



PCT/US 02/05749 



A. CLASSIFICATION OF SUBJECT MATTER 




IPC 7 C12N15/65 C07K14/435 C07K16/18 C12N5/10 


A01K67/00 


CI 20 1/68 


According to International Patenl ClassUication (IPC) or to both national classincation and IPC 




B. RELOS SEARCHED 


Minimum documentation searched (cJassificalion system followed by classification symbols) 




IPC 7 C12N C07K AOIK C12Q 




Documentation searched other than minimum documentation to the extent that such documents are included tn the fields searched 



Electronic data base consulted during the international search (name ol data base ana where practical, search terms used) 



SEQUENCE SEARCH, MEDLINE, BIOSIS, EPO-Internal , WPI Data, PAJ 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Calegoiy * 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


Y 


WETZEL RONALD: "Mutations and off-pathway 


1-13. 




aggregation of proteins." 


16-20 




TRENDS IN BIOTECHNOLOGY, 






vol. 12, no. 5, 1994, pages 193-198, 






XP001093961 






ISSN: 0167-9430 






the whole document 






-/-- 





Further documents are listed In the continuation of box C. 



Patent famOy members are listed in annex 



" Special categories of died documents : 

'A' document defining the general state of the art which is not 
considered to t^e of particular relevance 

'E* eariler document but published on or after tfie international 
filing date 

'L* document which may throw doubts on priority c<aim(s) or 
which Is cited to establish the pubOcation dale of another 
citation or other speda) reason (as specif ied) 

O* document referring to an oral disdosune, use. exhibition or 
other means 

P' document published prior to the international fiGng date but 
later than the priority date claimed 



later document published after the international fiQng date 
or priority date and not tn conflict with the application but 
died to understand the prindple or theory underlying the 

invention 

document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
frivolve an inventive step when the document is taken alone 

document of paraiculcu- relevance; the claimed invention 
cannot be considered to involve an inventive step when the 
document is combined with one or more other sudi docu- 
ments, such oombinatlon being okivious to a person skilled 
in the art. 

document member of the same patent family 



Date of the actual completion of the international search 

6 August 2002 


Date of mailing of the international search report 

23/08/2002 


Name and mailing address of the ISA 

European Patent Office, P.B. 5818 Paientlaan 2 
NL-2280HVRijswqk 
TeL (+31-70) 340-2040. Tx. 31 651 eponl. 
Fax: (+31-70) 340-3016 


Authorized officer 

Herrmann, K 
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IK ^NATIONAL SEARCH REPORT 


International Application No 

PCT/US 02/05749 


C.(ConUnuation) DOCUMENTS CONSIDERED TO BE RELEVANT 


Category • 


Citation of document, wilti indication. wtiere appropriate, ot tlie relevant passages 


Relevant to claim No. 


Y 


BAIRD GEOFFREY S ET AL: "Biochemistry, 
mutagenesis, and oligomerization of DsRed, 
a red fluorescent protein from coral." 
PROCEEDINGS OF THE NATIONAL ACADEMY OF 
SCIENCES OF THE UNITED STATES, 
vol. 97, no. 22, 

24 October 2000 (2000-10-24), pages 
11984-11989, XP002208898 
October 24, 2000 
ISSN: 0027-8424 

page 11989, right-hand column, paragraph 2 




1-13. 
16-20 


Y 


WALL MARK A ET AL: "The structural basis 

for red fluorescence In the tetrameric GFP 

homol og DsRed . " 

NATURE STRUCTURAL BIOLOGY, 

vol. 7, no. 12, December 2000 (2000-12), 

pages 1133-1138, XP001095366 

ISSN: 1072-8368 

the whole document 




1-13, 
16-20 


A 


J MATZ MIKHAIL V ET AL: "Fluorescent 
proteins from nonbioluminescent Anthozoa 
species." 

NATURE BIOTECHNOLOGY, 
vol. 17, no. 10, October 1999 (1999-10), 
pages 969-973, XP002208899 
ISSN: 1087-0156 
figure 1 




1-13. 
16-20 


A 


VFRADKOV ARKADY F ET AL: "Novel 
fluorescent protein from Discosoma coral 
and Its mutants possesses a unique far-red 
fluorescence. " 
FEBS LETTERS, 

vol. 479, no. 3, 2000, pages 127-130, 
XP002208900 
ISSN: 0014-5793 
figure 1 




1-13, 
16-20 


A 


WIEHLER JENS ET AL: "Mutants of Discosoma 
red fluorescent protein with a GFP-like 
chromophore . " 
FEBS LETTERS, 

vol. 487, no. 3, 2001, pages 384-389, 

XP002208901 

ISSN: 0014-5793 

page 387, left-hand column, paragraph 3 
nanp "^flft Ipft— hanrl rn liimn last Daranraoh 

-right-hand column, paragraph 1 

-/-- 




1-13, 
16-20 
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International Application No 

PCT/US 02/05749 



C,(Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT 



Categoiy Citation of documenl. with indication .where appropriate, of the relevant passages 



Relevant to claim No. 



P.x 



p.x 



YANUSHEVICH YURII 6 ET AL: "A strategy 
for the generation of non-aggregating 
mutants of Anthozoa fluorescent proteins." 
FEBS LETTERS, 
vol. 511, no. 1-3, 

30 January 2002 (2002-01-30), pages 11-14, 

XP002208902 

30 January, 2002 

ISSN: 0014-5793 

the whole document 

WO 01 27150 A (FRADKOV ARCADY FEDOROVICH 
;LABAS YULII ALEKSANDROVICH (RU); LUKYAN) 
19 April 2001 (2001-04-19) 
page 19, line 9 -page 21, line 10 



1-13, 
16-20 



11 
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tmernationai AppRcation No. PCT/US 02 i05749 



FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



Continuation of Box 1.2 

Claims Nos.: 14, 15 and partially claims 1-13, 16-18 



Claims 14 and 15: 

Claims 14 and 15 fall to comply with the requirements of Art. 6 PCT 
(clarity) to such an extent that a meaningful search could not be carried 
out (Art. 17(2)(a)(1i) PCT). The wording "in an appliation. . . " and "the 
improvement comprising..." does not make sense. 



Claims 1-13 and 16-18 (all partially): 

Claims 1-9, 12, 13 and 16-18 cover or refer to all nucleic acids having 
the desired characteristic of (1) encoding a non-aggregating, chromo- or 
fluorescent protein and (11) being a mutant of an aggregating Cnidarian 
chromo- or fluorescent protein. However, the application provides support 
(Art. 6 PCT) and disclosure (Art. 5 PCT) for only a limited number of 
such nucleic acids. Thus, a meaningful search over the whole of the scope 
claimed Is impossible. Consequently, the search has been limited to a 
nucleic acid encoding a non-aggregating, chromo- or fluorescent mutant of 
an aggregating Cnidarian chromo- or fluorescent protein wherein a basic 
residue located near the N-terminus of said aggregating protein has been 
substituted for a neutral residue (also cf. present claim 19 and the 
abstract of Yanushevich et al . , cited here as an expert's opinion). 

The same holds true for the subject-matter of claims 10 and 11. The 
search has been limited to a non-aggregating, chromo- or fluorescent 
mutant of an aggregating Cnidarian chromo- or fluorescent protein wherein 
a basic residue located near the N-termlnus of said aggregating protein 
has been substituted for a neutral residue. 

The applicant's attention is drawn to the fact that claims, or parts of 
claims, relating to inventions in respect of which no international 
search report has been established need not be the subject of an 
International preliminary examination (Rule 66.1(e) PCT). The applicant 
is advised that the EPO policy when acting as an International 
Preliminary Examining Authority Is normally not to carry out a 
preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 



INTERNATIONAL SEARCH REPORT 



internadonat application No. 
PCT/US 02/05749 



Box i Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 
This International Search Report has not been established in respect of certain claims under Article I7(2)(a) for the following reasons: 

1. [x] Claims Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 

Claim 13 also encompasses transgenic human beings. This subject-matter is 
contrary to morality in certain PCT member states, e.g. Art, 53(a) of the EPC, 

2. Pn Claims Nos.: 14, 15 and partially claims 1-13, 16-18 

because they relate to parts of the International Application that do not comply with the prescrilsed requirements to such 
an extent that no meaningful International Search can be carried out, speciftcatly: 

see FURTHER INFORMATION sheet PCT/ISA/210 



3. I I Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 

Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 

This International Searching Authority found multiple inventions in this intemationat application, as follows: 



1 . ] I As all required additional search fees were timely paid by the applicant, this International Search Report covers all 
' — * searchable claims. 



2. I I As all searchable claims could be searched without effort Justifying an additional f^, this Authority did not invite payment 
of any additional fee. 



3. I I As only some of the required additional search tees were timely paid l>y the applicant, tiiis tntemattonal Search Report 
' — ' covers only those claims for which fees were paid, specifically claims Nos.: 



4. I I No required additional search fees were timely paid by tiie applicant. Consequently, tiiis International Search Report is 
restricted to ttie invention first mentioned in the claims; it is covered by claims Nos.: 



Remaric on Protest | [ The additional search fees were accompanied by ttte applicant's protest. 

[ I No protest accompanied the payment of additional search fees. 
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Internationa) Appitcation No 

PCT/US 02/05749 



Patent document 
cited in search report 


Publication 
date 


Patent family 
member(s) 


Put)Hcation 
date 


WO 0127150 
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19-04-2001 


AU 


1086701 
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23-04-2001 








WO 






19-04-2001 








uo 




A1 


15-06-2000 








AU 


6842401 


A 


24-12-2001 








WO 


0196373 


A2 


20-12-2001 








EP 


1135532 


Al 


26-09-2001 








UO 


0034321 


Al 


15-06-2000 








WO 


0034322 


Al 


15-06-2000 








WO 


0034324 


Al 


15-06-2000 








WO 


0034323 


Al 


15-06-2000 








WO 


0034318 


Al 


15-06-2000 








UO 


0034325 


Al 


15-06-2000 
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